In the published DNA sequence of herpes simplex virus type 1 (HSV-1) strain 17 the coding region for the neurovirulence factor ICP34.5 is disrupted by a 2 bp insertion relative to the corresponding sequence in HSV-1 strain F; this difference would render 60% of the ICP34.5 coding sequence out of frame in strain 17. Re-investigation of the strain 17 sequence showed that the plasmid clone used as the major sequencing substrate for the region was atypical in that other clones did not possess the 2 bp insertion. It was concluded that the coding sequence for ICP34.5 is intact in HSV-1 strain 17 and that the HSV-1 DNA sequence should be revised at this locus.
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Analyses of genetic factors affecting virulence of herpes simplex virus types I and 2 (HSV-1 and -2) have located a potent determinant of virulence adjacent to an extremity of the long repeat (RL) region of the viral genome (Taha et al., 1989a, b; Thompson et al., 1983 Thompson et al., , 1989 MacLean et al., 1991) , in a position corresponding closely to that of the gene encoding protein ICP34.5 (see Fig. 1 ). It now seems clear that the ICP34.5 protein has a profound effect on the growth of HSV in nervous tissue, although the protein's functional role is unknown. The ICP34.5 gene was first described in HSV-1 strain F Ackermann et al., 1986) ; the DNA sequence of the region in strain F was later revised and the open reading frame (ORF) proposed to encode ICP34.5 corrected accordingly (Chou & Roizman, 1990) .
The corresponding region in the genome of HSV-1 strain 17 was sequenced by Perry & McGeoch (1988) as part of our complete sequence analysis of strain 17 DNA (McGeoch et al., 1988 106 in the revised strain F ORF; this would imply that 60~ of the ICP34.5 coding sequence is out of frame in strain 17. We were concerned to resolve the basis of this anomaly, particularly because the HSV-1 strain 17 genome has been reported to carry an active neurovirulence determinant at the ICP34.5 locus (Thompson et al., 1989; MacLean et al., 1991) . We set out to use the polymerase chain reaction to provide DNA for sequence analysis from a number of sources, but despite extended efforts could not achieve useable results; this failure presumably reflects the base composition (85% G+C) of the target sequence. We therefore directed our efforts to sequence analysis of three independently cloned versions of the appropriate region from HSV-1 strain 17. In this paper, the ICP34.5 gene is for simplicity described by reference to the rightward oriented copy in TRL (although the sequencing substrates actually originated from IRL). First, we reexamined M13 subclones of the plasmid BamHI k fragment clone originally used as the major sequencing substrates for the region. We satisfied ourselves that the sequence published by Perry & McGeoch (1988) was accurate, as illustrated in Fig. 2 and listed in Fig. 3 .
Second, we utilized a plasmid-cloned XhoI c fragment, which had also been used in the original analysis, but had not been fully resolved in the region in question. The plasmid DNA was digested with MvnI (Boehringer Mannheim), and the fragment corresponding to HSV-1 DNA residues 730 to 883 was cloned into the SmaI site of M13mp8 in both orientations and sequenced. Three differences from the original strain 17 sequence were found: (i) residue 780 was C instead of T; (ii) residue 818 was G instead of C; (iii) residues 823 and 824 were absent (see Fig. 2 ). The region between nucleotides 818 and 831 contains homopolymeric runs, so the locations of the two nucleotides added or deleted can be represented in several ways. This two nucleotide difference in the XhoI c fragment corresponds to that observed for the 1990 strain F sequence, although Chou & Roizman (1990) depicted the difference as two separate single nucleotide variations; see Fig. 3 . Third, we determined the sequence of the region from an M 13 subclone of an independently derived B a m H I k fragment plasmid clone of HSV-1 strain 17 using a primer equivalent to HSV-1 residues 718 to 736. The sequence of this clone was identical to that of the XhoI c clone except that residue 780 was T (data not shown). When this B a m H I k clone was recombined into the nonneurovirulent HSV-1 variant 1716 (MacLean et al., 1991) , which carries a deletion in both copies of the ICP34.5 gene, neurovirulence was restored to near wildtype levels, as assayed by intracerebral inoculation in mice (E. McKie & A. R. MacLean, unpublished data).
It is thus evident that the original sequence obtained for this locus of HSV-1 strain 17 was from an atypical plasmid clone. The agreement between the sequences of the additional strain 17 clones, the ability of one of these strain 17 clones to restore neurovirulence, and their compatibility with the sequences for strain F and two additional strains reported by Chou & Roizman (1990) together argue strongly that the shorter version of the sequence (residues 823 and 824 removed) represents HSV-1 strain 17 genomic DNA correctly, and that the ICP34.5 gene is intact in this strain. Variability in similar surroundings of G and C homopolymer tracts has been noted previously in HSV sequences (for instance, McGeoch et al., 1985; Perry & McGeoch, 1988) , and probably results from error-prone HSV DNA replication or recombination processes.
Correction of the strain 17 sequence to that of the newly sequenced clones at residues 818 to 824 opens the reading frame proposed by Chou & Roizman (1990) to encode ICP34.5. The strain 17 version of the ICP34.5 coding and amino acid sequences is given in Fig. 4 . The strain 17 ICP34.5 protein is proposed to encode 248 amino acids and have an Mr of 26184. This differs from the strain F version in that it contains five copies of the repeated sequence Pro-Ala-Thr instead of 10 (see Fig. 4 ), and has amino acid substitutions at positions 53, 90, 105, 110 and 117. Chou et al. (1990) carried out manipulations of the I C P 3 4 . 5 0 R F which served to validate the coding assignment, and two other sets of data are now available which support this assignment. First, sequence analysis of the corresponding locus in HSV-2 strain HG52 has identified a homologous coding region (which apparently contains an intron). Second, the predicted amino acid sequence of a murine cellular protein has been observed to be strongly similar to those of HSV-1 ICP34.5 and its HSV-2 homologue in a 63 residue section adjacent to their C termini (McGeoch & Barnett, 1991 very interesting observation and also the mechanism of action of ICP34.5 remain obscure.
The complete HSV-I strain 17 sequence is widely used for molecular genetic studies and it is unfortunate that the revision described in this paper results in global adjustments to the sequence numbering of McGeoch et al. 0988). Separately, another correction has recently been made, in the coding region of gene UL56 . We shall communicate the revised version of the sequence to the EMBL Nucleotide Sequence Database. Received 23 August 1991; Accepted 12 December 1991) 
